2: A list of all the possible non-synonymous SNPs that can be generated in the coding sequence for the LDL-r LA5 domain. In the first column are the initial and mutated codons, in the second column the mutation in the protein sequence in the numeration starting from the first translated amino acid (bold) and from the ATG in the gene (italics between braces), respectively. In column 3 are the indexes used to identify the mutations. In columns 4 and 5 are the predictions of the fate of each mutation -e.g. Deleterious (D), Neutral (N)-using the programs PMUT and CONDEL, respectively. Due to the degenerate nature of the genetic code in some cases different SNPs could result in the same amino acid change. In these cases the corresponding rows are surrounded by horizontal lines. All mutations identified in persons with FH (Table S1 ) are highlighted with an asterisk (*), and those in residues located in the interaction sites for the β -propeller and ApoB and ApoE, are highlighted with (⊕). The colored bullets in the sixth column correspond to a code for the clustering of mutants according to their conformational instability, as described in Figure S11 , on which green corresponds to (stable mutants), orange to (unstable mutants), magenta to (very unstable mutants) and red to (highly unstable mutants). In the seventh column there is a classification according to our study for each mutation, considering both the contribution of the effect on the conformational stability of the domain (sixth column), and the occurrence of the mutated residue in the domain interaction sites with other domains from the LDL-r, or other proteins. In the latter case, the effect of the mutation in binding was rationalized following qualitative criteria of the physicochemical and steric change in a given residue upon mutation. For those cases the phenotype prediction are in italics 
